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I Icq Of Menthv i I flfitate As A Pain Reliever 



FiPifl Of The Invention 



The invention relates to the field of analgesics and in particular to topical analgesics. The 
Invention further relates to the field of menthol esters. 

Rarknround Hf ThR Invention 

Menthol has been used In vartows topical preparaUons as a oountennitan., as an aes««tlo 
agent (fo, its fragrance), and as a plastldzer In denture adhesive composi«ons. 
unfortunate^, the amma of menthol has l>een a slgnlfloan, hlnderance to ,ts use ,n any 
meaningful amount other than where Its fragrance is desired. 

,„ composiUons containing effective counter-lnllant amounts Of menthc. (1 .25% to 1 6% 
according to the FDA monograph for menthol), the aroma from menthol can be 

overpowering. 

venous menthol esters have been prepared. Most of me» ester, have -'-8'eeab^ 
maKlng them ,n,ly unsuitable for use in a topics product. These odors are as drsagreeabie 
as. or more so than, menthol itself, especially In amounts »*lch are e<,uimolar wUh 
monograph counter-inltani effective amounts of menthol. 

Menthyl lactate Is a knovm compound available e.g. from Haam«nn * Reimer GmbH 
W under the name FRESCOUT, Type ^ T»o »,irds of its molecular we gh 
„ butabt to the mentho. moiety. The manufacu..s product l«eran,re 'n^tes ^^^^^^^ a 
Wngagent-and that itcanoeused.bodycareand cosmetic pmduc^inv^^^^^^^ 

lasting cooling and freshness are de^red'. Accor<«ng to «,e manufacturer. men«^l lacm'e 
if irt a«y odorless, not suffe.ng from the -mint note- that is othen»ise oustoma^ m 
case Of other men»roi dedvat^es. The compound Is recommended for use as a flavor 
concent,atlonsof0.005%to0.2%andincosmeticandotherextemalproducts». 

^Ztrlns ranging from 0.2% to 2.0%. The maximum recommended a™-- -<-^ 
lactate as per the pn,duc, literature is the^fore 2.0./. by weigh.. wh,ch would conespond 
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1 .3% by weight of the menthol moiety. Nowhere is there any indication or suggestion that 
menthyl lactate should be used as a topical pain reliever or at concentrations substantially 
in excess of those indicated by the product literature. 

Objects Of The Invention 

An object of the invention is to provide a topical pain reliever for external treatment. 

Another object of the Invention Is to provide a substantially odor-free composition having 
topical analgesic properties. 

Summan^ Of The Invention 

These and other objects of the invention can be achieved by using menthol lactate as the 
topical pain relieving active agent. 

Detailed Descriotion Of The Invention 

The invention concerns a method of achieving topical (= external) pain relief, in an animal in 
need thereof comprising the application of a topical or mucous membrane suitable 
composition to the skin of said animal, wherein said composition comprises a topical or 
mucous membrane pain relieving effective amount of menthyl lactate. "Animal" preferably 
means warm-blooded animal (= mammal) and Includes man. 

Moreover, the invention relates to the use of menthyl lactate (for the manufacture of a 
topical composition) for achieving topical pain relief. The topical composition may either be 
a phamfiaceutical one or a veterinary one, preferably a phamiaceutical one. The topical 
composition is preferably applied to the sl<in or a mucous membrane of the subject to be 
treated. 

Menthyl lactate is the lactate ester of menthol and has the stnictural formula 
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CH3 (I). 
OH 



The compound is available commercially under the name FRESCOLAT. Type ML from 
Haam^ann & Reimer GmbH (Gem^any). it can also be readily made by processes known m 
the art by esterifiying the hydroxy group of menthol with lactic acid. 

For use as a topical pain reliever, menthyl lactate is present in compositions compatible with 
this use in amounts which range from about 2.0% to about 22% by weight of the total 
composition, preferably about 6.0% to about 1 8%. more preferab^. about 9.0% to about 
1 5%. by weight of the total composition. The remainder of the composition may be any 
suitable topical carrier which is compatible with menthyl lactate. 

The external topical preparations of the invention can be applied to any portion of the skin. 
However, application to the external genetalla. or the eyelids, or lips is not suggested, 
recommended, or usually desired. 

Typical external topical camers and additives suitable for use in the present invention 
include, but are not limited to. 

catie-s such as lanolin, while peWatum. propylene glycol (prefembly up to about 1 0 A, 
more preferabV about 2% to about 8%), paraHIn, an alcohol selected ,^ ethanol and 
isopropyl alcohol (preferably up to about 30%. more prelerably about 10% to about 25 «, 
and water (prelerably up to about 80%, more preferably about 45% to about 75 /.); 
surfactants such as TWEEN (praf erably TWEEN 80) (prelerab^r up to about 2.2%, more 
preferably about 0.2% to about 2.0%), and glyceryl stearate: 
thickeners such as accacia. methylcellulose, tragacanlh, or a ca-bomer (pref erat«y 
carbomer 980 or carbomer 940) (preferably up to about 1 .5%. more preferably about 0.5 ^ 
to about 1 .2%); 
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pH adjusters such as triethanolamine (preferably up to 2.4%. more preferably about 0.5% to 
about 2.0%); 

and fragrance (preferably up to about 5.5%, more preferably about 0.2% to about 5.0%, 
most preferably about 0.5% to about 4.0%). especially eucalyptus oil (preferably up to 
5.5%. more preferably about 0.2% to about 5.0%), and the like, and mixtures thereof. 

The compositions for use in the present invention may take any appropriate form for the 
intended application area including, but not limited to, solutions, suspensions, powders, 
creams, ointments, impregnated bandages, etc. 

The present invention formulations are applied generally as needed anywhere from once to 
6 or more times a day, depending on the degree of relief required and the nature of the pain 
involved. The patient can suitably self regulate the frequency with which the compositions 
need be applied. 

The following example is Intended to exemplify, but not to limit the invention. 
Example 1 : 



Ingredient Amount 

Carbomer 980 o.8% 

Purified Water 67.2% 

Propylene Glycol 5.0% 

l^enthyl Lactate 9.0% 

Eucalyptus Oil o.5% 
SD 3A Alcohol (= ca. 95 Vol% ethanol 

denatured with ca. 5 Voi% methanol) 1 5.0% 

TWEEN 80 0.5% 

Triethanolamine 1 .0% 

Fragrance I.qo/o 



The Carbomer 980 is dispersed in approximately 90-99% of the water in a mixing tank. The 
propylene glycol is then added to the dispersion. In a separate tank, mix together and 
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dissolve the alcohol. TWEEN 80. fragrance, eucalyptus oil. and menthyl lactate. The 
second mixture is then added to the first mixture with continued mixing. In a th.rd tank, the 
triethanolamine is dissolved in the remaining water. The third mixture is then added to the 
first mixing tank with continued mixing. 
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What Is claimed is: 

1 . The use of menthyl lactate for the manufacture of a topical composition for achieving 
topical pain relief. 

2. The use according to claim 1 wherein the menthyl lactate is incorporated into the topical 
composition in a concentration of from about 2.0% to about 22% by weight of the total 
composition. 

3. The use according to claim 1 wherein the menthyl lactate is incorporated into the topical 
composition in a concentration of from about 6.0% to about 18% by weight of the total 
composition. 

4. The use according to claim 1 wherein the menthyl lactate is incorporated into the topical 
composition in a concentration of from about 9.0% to about 15% by weight of the total 
composition. 

5. A method of achieving topical pain relief in an animal in need thereof comprising topically 
applying to the external skin of said animal a topical pain relieving effective amount of 
menthyl lactate. 

6. The method of claim 5 wherein said menthyl lactate is applied in a concentration of from 
about 2,0% to about 22% by weight of the total composition. 

7. The method of claim 5 wherein said menthyl lactate is applied in a concentration of from 
about 6.0% to about 1 8% by weight of the total composition. 

8. The method of daim 5 wherein said menthyl lactate is applied in a concentration of from 
about 9.0% to about 1 5% by weight of the total composition. 

9. A topical phamiaceutical composition for achieving topical pain relief consisting 
essentially of menthyl lactate and at least one topically acceptable canier. 
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10. Menthyl lactate for use as a topical pain 



INTERNATIONAL SEARCH REPORT 



Inten "lul AppltcAtion No 

PCl/EP 95/04334 



IPC 6 A61K31/22 



. u^. tn IntemaaoruU Patent Qasgficaaoa 



npo or to both national claisincation and tPC 



IPC 6 A61K 



Documcnution searched other than nummum 



documentation to the extent thai 



wch documents art included in the (leias «arcned 



Electronic data 



base consulted dunng the international sear^n iname 



"of data base and. where practical, search terms used) 



r. DOCUMENTS CONSIDERED TO BE RELEVANT 



, A • 

I X 
I A 



lM» ^^ lun^jik^*^' ^*-*- 

OF MENTHYL GLYCOSIDES' 
see the whole document 

DE.A.26 08 226 (HAARMANN & REIMER GMBH) 8 
September 1977 
see the whole document 



j—j Furt«r<locumcnU«.l«t«l in *« connnu.ti<« of box C. 

' Speail cttgonei of attd doeuroenu : 

•A- documoit dtrming *. iefKr.1 *«e of th. which i. not 

•E- Xdocuma.tbu.pu«.d,.donor.lUr*e.n»n»»on.l 

UttT than the pno nty date claimed 

I' Date of the actual completion of the international search 

20 February 1996 

?^(?nr3».Tx. 3.65. .pom. 
Fajc(^ 31-70) 340-3016 

f;«« pcT/iSAaio (»coAa Mi) o^y '™> 



Relevant to claim No. 

1-10 

9,10 
1-8 



•X' 



in the art 

document mem ber of the same patent family 
"oau of mailing of the international search report 

01.03.96 

Authorized officer 

Mair, J 



INTERNATIONAL SEARCH REPORT 



Ir ^aiioiuJ appJication No. 

PCT/EP 95/ 04334 



Box 1 Observations where certain daims were found unsearchable (Continuation of item 1 of first sheet) 



Thij international learch report has not been estabUshed in respect of certain claimi under Article 1 7(2Xa) for the following reaions: 
I. [T] Claims Noi.: 

because ihey relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 5-8 are directed to a method of treatment of the 

human/animal body, the search has been carried out and based on the 
alleged effects of the compound. (Rule 39.1 (1v) PCT), 

I 2. Q Claims No$.: 

because they relate to paru of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful internationaj search can be carried out, speofically: 



I I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

I Box II Observations where unity of invenUon is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



all required additional search fees were timely paid by the applicant, this international search report covers aU 



searchable claims. 



2. Q As all searchable claims could be searches without effort justifying an addiUonal fee, this Authority did not invite payment 
' of any additional fee. ^ r / 



3. Q As only some of the required addiUonal search fees were timely paid by the applicant, this intemaUonal search report 
' covers only those claims for which fees were paid, spedBcaily claims Nos.: 



No required additional search fees were timely paid by the applicant Consequently, this international search report is 
■ restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark oo Protest 



[ I The additional search fees were accompanied by the applicant's protest 
[ I No protest accompanied the payment of additional search fees. 



Form PCT.ISAyllO (continuation of first sheet (1)) (July 1992) 



